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USYAL DOSAGE: See
accompanying literature
for Complete prescribing
information.

Stors at controlled room tem-
perature 15°-30°C (59°-86°F).
Store in a dry place. Keep
tightly closed. Avoid
excessive heat.

Dispense contents with a
child-resistant closure (as
required) and in a tight,
light-resistant container as
defined in the USP/NF.
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USUAL DOSAGE: See
accompanying literature
for complete prescribing
information.

Store at controlled room tem-
perature 15°-30°C (53°-86°F).
Store in 8 dry place.
tightly closed. Avoid
excessive heat.

Dispense contents with a
child-resistant closure {(as
required) and in a tight,
light-resistant container as
defined in the USP/NF.

Issued 2/98

USUAL DOSAGE: See
accompanying literature for
complete prescribing
information.

Store at controllied room tem-
& 15°730°C (59°-36°F).

tore in & place. Kesp
tightly ed. Avoid
sxcessive head:

Dispense cBnients with a
child-resistap®” closure (as
required) aAd in a tight,
light-resistant container as
defined in the USP/NF.
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NDC 0185-0171-01

Each tablet contains: o
lsiogalo'hl 'd Sotalol Hydrochloride....80 Mg s==cmmwmx
rocnioriae SE—
Tybl t KEEP THIS AND ALL s <
e | o I
. S
80 mg MAY ] 2uu‘j :!—
o
APFROVEDusnufactured by: =
Rxomy Eo':\nra;i%anuf:cturing, inc. - [- o)
100 Tablets Laureiton, NY 11413 — 5
z
z- Eon Labs @
NDC 0185-0170-01
Each tablet contains: o
flOtdaIOIhl 'd S;‘t:alolaHydro‘::hIo|ric:e...120 mQ ST
rochloride S
TZb'et KEEP THIS AND AlLL werpame °l
S AY 1 >MBPICATION OUT OF THE mmmmems O
£ RBACH OF CHILDREN. =y
-
120 mg ArPPEM/T :?
Rx Manufactured by: w
only Eo.v:' ‘l:a%at‘;:nufrcturlng, fnc. ! [ ]
100 Tablets Laurelton, NY 11413 ] S
Zm

C— Eon Labs

NDC 0186-0170-05
Each tablet contains:
Sotalol Sotalol Hydrochioride.....120 mg
i - -
Hydrochloride ST
Tabl KEEP THIS AND Al SESSERsmme
ablets MEDICATION OUT OF THE Saumsmmssms
AY 1 77 REACHOF CHILDREN. E
STl Manufactured by:
Rx only ) Eon Labs Manufacturing, Inc. !
500 Tablets Laureiton, NY 11413 -—
z

E Eon Labs
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USUAL DOSAGE: Sese
accompanying literature
for compiete prescribing
information.

Store at controlled room tem-
perature 15°-30°C {59°-86°F).
Store in a dry place. Keep
tightly closed. Avoid
excessive heat.

Dispense contents with a
child-resistant closure {as
required) and in a tight,
light-resistant container as
defined in the USP/NF.

Issued 2/98

USUAL DOSAGE: Ses
accompanying litersture for
complete prescribing
information.

Store at controlled room tem-
perature 15°-30°C (59°-86°F).
Store in a dry place. Keep
tightly closed. Avoid
excessive heat,

Dispense contents with a
child-resistant closure (as
required} and in a tight,
light-resistant container as
defined in the USP/NF.

Issued 2/98

““USUAL. DOSAGE: Ses
accom@@®nying literature

for coMipiete prescribing
inform@_n.
Store at ggntrolled room tem-

peratures16°-30°C (58°-86°F).
Store ih'a dry place. Keep
tightly closed. Avoid
sxcessive heat.

Dispense contents with a
child-resistant closure (as
required) and in a tight,
light-resistant container as
defined in the USP/NF.

Issued 2/98

NDC 0185-0177-01
Sotalol
Hydrochloride
Tablets

160 mg' 1

Rx only APPROVERnufuctured by:

100 Tablets

E Eon Labs

v

sammn O

KEEP THIS AND AlLL mamamy !
MEDICATION OUT OF THE ~

- - - REACH OF CHILDREN. —
- =

w

Eon Labs Manufacturing, Inc. !—. ©
Laurelton, NY 11413 -] g
Zm

NDC 0185-0177-05
Each tablet contains:
SOta|°| So‘t:alol Hydrochloride.....160 Mg ===
Hydrochloride S
KEEP THIS AND ALl ==
Tablets MEDICATION OUT OF THE
- CH HI B
AN sam
160 mg R -
i AFPROVE Jianutectured by:
Rx only B anr:' uLa%cl lI{J;:nui‘rcturing, nc. -
soo Tablm Laurelton, NY 11413 e
<

E Eon MLabs

NDC 0185-0174-01

Sotalol
Hydrochloride
TabletsM N g

Rx only
100 Tablets

LY

E Eon Labs

Each tablet contains: -]
Sotalol Hydrochloride...240 mg ="
— O
KEEP THIS AND ALL euneswm
MEDICATION OUT OF THE &===== <
REACH OF CHILDREN. e
-
- .-C
?»Il-a,nufacturod by: wn
Eon Labs Manufacturing, inc. ! @
Laurelton, NY 11413 [ g
Zm

1

Each tablet contains:
Sotalol Hydrochioride...160 mg SRS

3 0185-0177-05 9
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USUAL DOSAGE: See
accompanying literature for
complete prescribing
information.

Store at controlled room tem-
perature 15°-30°C (59°-86°F).
Store in a dry place. Kesp
tightly closed. Avoid
excessive heat.

Dispense contents with a
child-resistant closure (as
required) and in a tight,
light-resistant container as
defined in the USP/NF.

Issued 2/98

NDC 0185-0174-05

Sotalol
Hydrochloride
Tablets

Rx only

500 Tablets

‘EE Eon
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Each tablet contains:
Sotalol Hydrochloride.....240 mg

KEEP THIS AND ALL
MEDICATION OUT OF THE
REACH OF CHILDREN.
Manufactured by:

Eon Labs Manufacturing, Inc.
Laurelton, NY 11413
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Sotalol Hydrochloride TabletshAY 1
Px only
DEACRIPTION
wmm-mmmmmu(umu ing) and Class }Il ,cardiac action
mmmw)m 1t % uppled 28 2 Ngh-bive, Copsisie-shaped Lablet for oral adnwrvsiration.
Sotaiol hydrochionde » 2 wists, crystaling soid with 3 moleculsr weight of 308.8. It i hydrophic, soluble in weler,
mmwwmmmmmnmm Chemically. sataiot hydrochionde m d.1N-[4[+-

The moleculy formula i
cunzon:ogs-nuu » mw structural lormol;

.
&
CHySO,NH - CH(OH)-CHyNHCH(CHy )y * HCI
1 d
CizHaoMz095HT! - MW 208.8
£ach sotakol tabief for oral containe 80 mg, 120my. 180 my. or 240 mp of sotated

hydrochionds Each 1abiel aie0 contams the foowmng waciive ingredients: colloidal siicon dicxide, FOAC diue 1
aAumnum iake, rydroxypropyt celioss, anhydrous lactoss, lactoss searsle.
starch, and sodium starch giycolate.

CLUNCAL PHARMACOLOGY

Moshoniam of Astien: Sotalol has both beta- blociung (Vaughan Williems Cloes i) and cardisc action
polentd duration prolongation (Vaughas Willams Class i) antisrrhythawe properties. Sotalol hydrochiondes i 2
racemic moturs of d-and --sotaicl. Both womers have smiter Class 111 antisrvimtimic effects, while the 1-isomer »
responsibie for virtually alf of the beta-Diocking activity. The beta-biocking sffect of sotaiol is non cardicesiective,
hait maximal al sbout 80 mg/dey and maximal at dosss betwesn 320 and 840 mo/dey, Sotalol does not have partisl
agonist or membrans stabiinng sctivily. ARhowgh signficant beta-blockade occurs at oral dosee 3% low a8 25 my,
Clasa it sffacts are soen oniy at daily doess of 160 mg and above.

Elorvophysisiagy: Sotalol prolangs the pisiesu phase of the cardisc action polentisl in the moisted myocyte. 26 wedl s
1n 1s0i8ted Liasut Dreparations of ventriculsr or atrial muscle (Clase It 3ctivity). In intact snamals it slows heart rate,
decrsases AV hodal conduction and increases the refractory periods of atrial and ventricultr muscle and conduction lissue.
In man, the Class il (beta-blockade) electropiysiologicai eftacts of sotalol are mandested by mcreased sinus cychs
longth (siowed heart rate), decressed AV nodat conduction and incrassed AV nodal refractonness. The Clase Il) slectro-

and aino-vertnculr accessory palinvays (wherm present)
in both the anteroprads and retrograds directions. With oral dosss of 150 10 640 moJ/day, the surtace ECG shows dose-
relatied mean ncreates of 40 to 100 msec in QT and 10 to 40 maac i QT,. (Ses WARNMNES for description ol
solationship detwesn QT and torsads de posntes type arrhythmiss.) No sigmificant aeration i ORS intervai i

observed.

In & semall study (v=25) of patients with implantes defibrilislors treated concurrently with sotalod, the average defibrilatory
threshold was § joules (cange 2 to 15 joules) compared 10 2 mesn of 16 jouies for a nan-randomzed comparstve
97oup primarily recening smodarone.

Hemodynomiss: in a1 study of systemic hemodynamic function measured imasively in 12 patints with 3 mean LV
Sechon fraction of 37% and verricular tachyeardia (9 sustamed snd 3 non-suetained), 2 medien dose of 150 mg twice
Gaily of votalol ydrochionide produced & 28% reduchion in heert rale and 3 24% decrsase in cardiec mdex of 2 hours
POt dosig 3t sisady-stale. Concurrently, sySISmIC vasculsr resistance and 3iroke volume showed Aon-significant
increases of 25% and §%. respectively. Mwwmw—uﬂnﬂnawlummu
11.8 rwm Ho i the 11 patents who compieted the study. One pelient wes Dbecauet of worsening

heart failure. Mean arteriad pressurs, mmmymm-ﬂ“mm“umm

nduced

change. Exsecies and by sotaiod, and fotal perpheral resistance
incraases by & small amount.
I hyperteneive patients, sotaiol produces ngnificant reductions in doth systelic and dinstolic biood presswres. Althouph

muunmmmm«m-qmm caution should be exercised i pationts with margingl cerdies
n cardiag may occur. (Sen WARNINGS: Conguative Hoort Fallers. )

cmuh-:smu-mmaumwn-muumm In patients with frequent

(VPC), sotaiol wae superiar to placebo in reducing YPCs, paired VPCs aned

nof-sustained ventriculer tachycardia (NSVT), the responss wae dose reisted throwgh 640 my/dey with 80 to 85% of

patients having at lsast 2 75% reduction of VPCs. Sotaiol wes alec supenor, at Ihe d0ses evaluated, fo gropranolol
(AOIoUqutlo)mumiom(MbmmW)hmmm In pationts with

Nmuuuuuuummw-v

mnmnm-mm)mwunwu sustained VT]

and, n scute
In a double-biind. i of sotakol and procai oiven {total of 2 mghy
sotalol hydrochionide ve. llmuummnmnwmmnswnumw
patents ve. MMW(-M

Ina i tnal {Eh Siudy Versue ing (ESVEM) Triat) comparing
:mdmﬂwm:hnwm?iimmw Holtar monitor selection (in sech case followed by treadewll
muum)mm-mamdmwmmmmmnns the sftectiveness acviely
and chionically of sotalol was compared with § other drege

druge.

wotalol va. a mean ol 13% for the cther drugs. Using the Holler moniionng endpoint (complete suppmesion of sustained
VT, 90% suppression of NSVT, MNwmdmmﬂluquW) sotalol yieided
41% response ve. 45% for 1he other druge combined. Among responders placed on long-term theragy identified acutely
a8 sifective {by sither PES or Holler), sotaiol, when compamd 10 the pool of other drugs, had e loweet two-yesr mortality
{13% ve. 22%). the iowest two-yeer VT recurrence rate (30% vs. 00%) . and the lowset withdrawai rate (38% vs. sbout
75 1o 80%). ‘Mmumﬂuﬂmdmnmmwo.ﬂﬂhmmm‘hd-ﬂn with
18% raceiving 240 mg/day or lees and 13% recewing 40 mg or more.

1t canRot be deterrwined. howsver, in the sbeencs of a controied

treatmont (e.g.. -nuuunmm)mmmmmmwm

a population with 4 good prognasis.

1n a large double-biind, plscsbe controliad secondary prevention (post-nfarction) il (ne1, 454), sotalol hydrochioride
WS Given 36 & non-titrated inktial dose of 320 mg once delly. Sutslol did nol Prodese & significant NcTeese in survivel
{7.3% mortaiity on sotalol vs. 8.9% on placabo, ps 0.7), but overall did w0t suggest an adverss sWect on swvival. There
W26, howevav, 2 suggestion of an early (ie., fiest 10 daye) encess mertaiity (3% on sotaiol va. 2% on placabo). In a
second small triad (n=17 randomized 10 sotalol) whers sotaiol was administered sl Ngh doses (6.0, 320 mg twice dally)
10 Mgh-iek post-intarction palents (ejection fraction <40% and either > 10 VPCAw of VT on Holler), thars wers & fatal
ties and 3 serious hemodynamic/elecirical adveria svents within two wesks of initisting sotatol.

Ioroouliy Subjects e orat bioaveilsbilly of satalol is 90 10 100%. After oral admieistration, pesk

concentrations are reachad in £ o 4 howrs, and plasma concentralions ace iamed within 2 to

SM(LI alter 5 0 6 doses twice daily). Over the doange range 160 1o 640 mgrday sotalol

diaplays dose wiih respect 1o plesma concenirations. Distribution occurs 1o & contral

{plasma) and to peripheral compermBligmith 2 mear slimination hall-ife of 12 howrs. Dosing every 12 hours results
mmnmm one-half of thoae at pesk.

APFKCVED

WARNNGS

Sertaily. Tas lotions! NHeort, ummmummmmnmﬂpun
lang-tarm. mofi-oemier. doubie-bitnd sudy I pations wilh

1 10 163 wools afier seute pacardial intarstion. Palionts In CAST | wers randemired te roserve piseshe or

optimized duses of snusinide, [ The Condies Tesl 1t
{CAST N} wou simiter, axsepl thet the reeraiied pstlonts Rad kot their ndex infarstion ¢ te 98 days beters
randomization, potionis with loR yoniricnior sjoniion irnations grester thes 40% were ast sdmitied. ond the
Coniomized rogimens wors Himiled 19 pissshe snd marisizing.
CAIT | woe dlneontioned sfier 30 3Varege iime-on-ostment of 10 menthe. ond CAST N wae Glosentinend sier 3
verage lime-ss-treatment ol 16 monlhe. thuMh.n mmmmm
mwm-mmm;mu
Siqnilicont mereesss mortolity 3s well. mmmmm-mmn—
trostment souid Ant be sististiandly diskinpuinhed ram Thel s0sscinied with plssshe.
The appicability of thess resuits 1o cther POPUIEONS {6.9.. INOSE without recent myocardial infarction) and to ather than
Claas | anlasrinAhmic sgenis is uncertain. sm-wammmn-uw(muu)emmumn
Salients with § recent myocardisl infarction, who dad nol sotalol
ummmmnmuummqmmu—; On the oiher hand. mncurn
posl-intarction study using 4 non-tilrated iiial dose of 320 mg once daily and in 2 second small
high-rek post-intarction patents iraaied with gh doses (320 mg BID). there have besn wamnmd
sarly sudden desthe.

Like other mwwmmamummmhmﬂnm
patients, ncluding sustained fatal
Because of e shect on cardiec |rm !Mhum- 2 POlymOmve vemncular

u:lvyc-d-mwmdn@Tmuanmuu-ummwmmmdwmu
M-inmmmmnm&_dmnmmmawmmwmmmn The ek

of \orade de powtes B0 With dlhﬂ‘fwmd-mmwrmmm
haart rate and raduction m serum (See
Bocaves of the varisbia mpOrsl recurrence aml-mmmﬁmmmmumu

agoravetsd arrhythmic event and the patient's underlying rirythm @isorder. (Wote, however, that toraade de poinies 4
ususlly 2 drug induced arrhyibmia m people with an nitially normal QT ) Thus, the mcidence of drug-reiated events
<anmot be pracisely determined. 50 that ihe cocurrence ies provided must be conssered approxmations. Nole also
tmmmmmmnm paricutarty i they occur long after starting the drug, due to
le9s froquent I is clioar from CAST (00 WARNNGS: Martalily) thet some sMtmrriythmc
drugs can cause incressed sudden death moriaity, presumably due 10 new arrhytimias of asysiols, that 90 not appesr
oarly i trapiment but 1Dt represent 3 sustsned incressed niak.  Overall v chvical isis with sotalol. 4.3% of 3297
Pationts experinced 3 AW Of Worened ventncular ATtwtimia.  Of this 4.3%. ihers wae Miw or worsened sustaned
veniriculss tachycerdia in approminately 1% Of petionts and 1oraade de powites in 2.4%. Addtionally. \n approxwmately
l%d—mtmmmmw WCh cases, athough difficull 1o eveluste, may have been
associsied with proariythmic svests. I pationts with » histery of susteiand ventricaiar toshysardia, the intidenss
of torsaée 4o paiates wes 4% and werssened VT In shent 1%: in palients with sihec, less Serieus. veuiricnies
arithasios snd sepravenirioeisr orhyihmiss, be insidense of lorzade do poimier wes 1% sad 1.4%, respestively.
Torsade de pomies arriwihmiss wers dose relaied. 2 (s the prolongation of QT(QT.) witerval, a8 shown @ the table
below.

Poresnl nsidenne of Torssde o Pointes ond Meon 01,
Intorval by Dess For Putionts WIh Sastained VTAF

Dasly Dose (e} Incedence of Torsade &4 powTies Mewn G * (maec)

[—® T ELAKik)

% LALis]

T TTE LK

W TR LLti]

[~ TR LN .

54 LLIE T L) H

{) Number of pationts 2seeesed ?'
* highvest on-theragy vaise

|amnmnmu-mw mmmiwwmummmmm

10 on-heragy QT; and change is OT. from deseline. 1t should be noted, however, that e bighest on-theragy QT wes
in many ceses i ona oblainad 2l the time of the lorsade de pointes svent, nmmmmmm

walve of & Nigh Q.
Polstianshiy Setwoon T, inlerval Prelongation snd
Torsade és Pointes
herapy QT Incidencs of Torsade Mnﬁfc Incidence of Torsade d¢
Intarval {meec) de pointes Ietorval From Basshne [
— {mesc)

Jese than 500 s}_&_(lm) Josa (han 65 1&1_!)_
300825 34% (23%) xise |
s238%0 ] 5.6% (125) = 80100 41%(146)
>850 10.0% (157) 100-130 S2%(118)

>130 71% (99)
{) Number of petionts sesessed

Prosrvinythmis ovents mosl be aniioipaied nel enly on indlisting Warapy, but WS overy spwers dese pljosiment.
Proacrytivmic ovents most often occus within 7 days of indisting therspy of of an increase i dose; 75% of. serious
prowrhythmies de poinies and worssned YT) occurred within 7 days of indisting solaiol therapy, whils 60% of
such wests cocurred within 3 daye of indistien or 2 dosage change. Initisting therapy at 80 mg BI0 with gradual
Mmmumwhm(u.muwmumm QT Intervad, heart rabs
and elactrolyles) prior 10 doss secalution, should Rduce risk of prowrThythmin. oncessive accumulation of sotalol
mm-mmmmnmmrm should akso reduce the risk of prosrrhytheva
{900 DGSAGE AND ADMINSTRATION).

Noat Follure: i necessary in
failure, and beta-blockade carrine e potentiel hetard of terther
More severs Calrs. I pationts whe Nve coNgestive Neert tailure controlled by digitalis and/or diurstice, sotalol should
e administered cautionsly. Octh digitalie and actalol siow AV conduchion, As with af beta-blocisrs, caution & advised
when initisting therapy in getionts with any evidence of et n studiss, new of
worsened congestive heart fallere {CHF) cocumred in 3.3% (ne3257) of petients and led 10 discORNULIoN in appros-
matuly 1% of petients recoiving 00taiol. The incidenss wes Ngher in pationts presenting with susiained' ventricular
{4.0%, 7o 13831, or a prier history of heart tallure (7.3%, m05). Based on & lile-table analyss,

function hoart
ity and

vubject 10 firsl-pess metaboliemn, pationts with Mpelic mpainnent show no akerstion in clesrance of sotaiol

INDICATION AND USAGE
mummmm--nammmmummmmmu
Bocavse

the one-yesr incidence of ow or worsensd CHF was 3% in putionts without & prior hislory and 10% in palients with 2
pror history of CHE  NYHA Claseificstion was ke ciossly sesecisted te the incidence of mew of worsened heart faikers
while receiving sctaiel hydrochieride (1.8% i 1305 Class | patients, 4 9% in 1254 Clees Il patients and 8.1% in 278
Class i or N pationts).

Elootruiyte Dicturbanse: sotaiod should net be veed in patienis with hypokalemis or hypomagnesemia prios to
correction of imbalance, a8 thess conditions can sxaggerate the degres of OF prolonpation, s increass the potentinl
tor iorsade de pointes. Speciel attention should be given fo slectroivts and acid-base
severs o prolonged diseThen 0f pationts receiving ConCOmtant diurstic drugs.

sustained ventricular tachycardia, that in the judgment of the physician are i
mmdmmmuwhm-1sn2$mdmumnmw~rnmmmm
NSVT or supraventrioular arvirythemiss, its use in patients with isss severs aThySumeas, aven I The Datients e symptomatic,
nmmmm Trestment of patients with ssymptomatic vemincule

anmmamnmmwmmummmmnmummm
archythmins, should be carmied out im ke Rospitol. The reapones 1o trestment showkd them be evalusted by a sutable
mathod (0.9, PES or Holter monitoring) whmmmnﬁmm Various approaches hive
been usad 10 determing the responss 10 sntiamiythmic sotalol.

achycardia,
90% supprassion of non-sustained VT, 0% suppression of paied VPCe, and TS% suppression of total VPCs in patients
mmamwwwnw-m this tentatwe rreponss was confirmed I VT ineting 5 or more beats wes not
mmmmmawmm The PES protocol utsized 2 maximum of
theas sairastimull at three pacing cycle lengthe and two right ventriculer sies. Pesponss by PES wae defined s
pravention gf induction of the lollowsng: 1) monomorphic VT lasting over 15 seconds; 2) noa-sustained polymorphic VT
comaining more than 15 beats of monomarphic VT in patients with & history of monamorphic VT, 3) polymorphic VT or
VF greater than 15 beats in palients with VF or 3 history of aborted sudden death without monomorphic VT: and 4) two
spiodes of polymorphic VT of VF of greater than 15 beals in 2 patient presenting with monomorphic VT, Sustained VT
of NSVT producing ypotension during the finai treadmil test wos comsidersd a driag faslure.
in a muRicenter open-iabel long-berm study of sotalol in paiisnts with ide-threstening vertnculer
proven refractory 10 other antiarthythmic medications, response by Holler monftoring was detined as in ESVEM.
Response by PES was defined as non-nduciily of sustaned VT by at lsast doubls extrashmul deliversd 2t a pacing
cycha longih of 400 maec. Overall survwval and arhythme recurrence rabse i 1his Hudy wers simelar 10 Lhose seen in
ESVEM, athough thers was no comparaive group [0 allow 3 definitive assessment of outcoma, Antiarrhyihenic drogs
have nat besn shown to enhance survwal in patients wilth ventricilar arhythmiag,

CONTRAINOICATIONS
Sapiat bydrarkinede 18 centraadicated i patients with bronchial asthma sinus bradveardi secand and third dearee

arvimiss winch had

Excessh of the QT interval (>550 masc) can promote serious armythmins and
should be svoided (see ahove). Sinus i rale less than 50 bpm) occurred in t3% of
pationts receiving sotalol in clinical trials, and led 10 diacontinustion w 3% of patients. Bradycaniis inell mcresese
the risk of 10rsade do peinter. Sinus peuse, sinus aTest and sinve node dysiunction occus in less 1han 1% of patisats.
The incidence of 2nd or 3rd - degres AV bleck is appronimetely 1%.

Rovant Acute B: sotaiol can be veed salely 3nd ellastively in the long-ierm trestment of ile-traniening veniriculsr
arrhyihmiss following » wocardial infarction. Hewever, axpenence in the use of sotaiol 10 treal cardipc aThythmics n
[he sarly phase of recovery from acute NH s lenited and ol least 3t high ntial d0ese 18 Aol reassuring. {See WARINNGS:
Moriellty.) |amm!m~um-mnmumn-mnmmm
in patiowls with markedly impasred vemtricules function.

The ietlowing wamings are reisiod s he bets-blosiing setivity of setoiel.

Abrupl Wihérowal: Hyparsonsitivity 1 calecholamaes Mas besa observed in pationts withdrawn (rom beta-blocker
heragy. Occasional canes of mxacerbation of angums pecioris, Mrrivythmiee and, in sOMY Coses, Myocardinl infarchion
have been reported afler abrupt discontinustion of buta-blocker therapy. Tharsfore, & i prudent when discontinuing

sataol, in pationts with ischemic heart diseass, ta carsfully monttor the patient and
congider the bempovary use of an sternete beta-blocker § agpropriate. it possibie, the dosage of sotaicl should be
raduslly reduced over & period of one 10 two weeks. ¥ aNgING OF acUle COTORITY NSLIICKINCY develops, appropviate
therapy shouid be inatituted promptly. Patients should be wermad againel interruption or discontnuation of therapy with-
st the physician's advics, Becauss coronary artery disssse i common and MIy be unrecognized in patients recening
sotalol. abrupt discontinuation i patients with arrhythiss may unmask latent coronary Insutiicency.

PATIENTS WITH BAONCHOSPASTIC

Kon-Allorgh {8.9.. chronic itis and
DISEASES SHOVLO IN GEMERAL NOT RECEIVE DETA-OLOCKERS.
1t 1 prudant, ff sotslol is t0 be admmmtersd, o use the amalies] sitective doss, s0 That inhibdion of bronchodiation
produced by or of betay receptors may be minwmized.

Anaphytanis: Whie 1aking beta-blockers pahents wih 3 history of anaphviache reactron o a variety of aliergens may




[T T PN VAIARY w8 T3 uwol 8Bl x T T T T LNV £ PRt
SIHCHO tAStNG) 1 DALeMNS with 3 Nimiory Of sustamed VTVF who ware a0 Bducibie Dy WS 'm omammn dcutey
and chromicatly of sotslol was comparsd with & other drugs quimidine,

imgamine and prmencl).  Overall responss, lumited 1o (st candomued drug. -umtumamuulo"slum
pooied Ohir Arugs. ACUTe Teepones rabe 1or fwet drug rendomaed ueng suppression of PES nduction was J6% for
s0tai0l vs. 2 mean of 13% lor the other druge. Mmmmm(mwum
V1. 90% suporession of NSVT, 80% suppression of VPG pawe. and at least 70% suppression of VPCs), sotaiol ywided
4£1% response ve. 45% 107 1he other rugs combmed. Among spanders placed on long-lenn therapy antfied aculely
a8 oftectiv (by ether PES or Holer), sotaiol, when compard 1o the poot af ather druge. hed the lowest two-yssr moriality
(13% vi. 22%). the lowest two-year VT recurrence rate (30% ve. 80%) , and the lowsst wthcrawal 718 (30% vs. about
7510 80%). The most commonly used doses of Kotalol  This I3l ware 320 tn 480 mo/dly (86% of patients), with
18% racemng 240 mg/diay of less and 18% receming 840 mg or more.

1 cannot be determened, howsver, 1 the absence of & controfled of sotalol

trastment (0.9, mnmmm-M)mwmunmmmnmwuumiu
2 populstion was a

n & arge doubie-blind, placeso SICONdATY prevention (posi-infarction) trisf (a1, 456), sotaiol hydvochionide
Was Qven 20 2 non-ttrated intial oﬂ?ﬂmpmuﬂy Solalol did not produce a signdcant mcreass vt surveal
(7.3% morialty on sotalol va. § 940 piscebo, pm 0.3), but oversll did ROt SUGDISE an adverss eNect on survwal. Thers
was, however, a euggestion of angWig (Lo, first 10 days) sxcess matality (3% on sotalal va. 2% o placabo). In 3
sacond small triat (nal7 randomized 5o sataiol) whers aotaiol was administered ot high doses (0.9, 320 mg twice duily)
1o hgh-fisk posi-nksrction patientls{syaction fraction <40% g ether > 10 VPC/e of VT on Holter), thers were 4 fatal-
xnm:mmmmmwummmmammm

Pharmasshinatien: In heaitivy subjects, tve oral of sotalot is 90 to 100%. After oral sdmiseetration, peek
9hunummmemlulnmh2§!olmn and stsady-atate piasma concmnirations a7e attasned withi 2 to
3 days (i.a., alter 5 1o 6 doses when admenistered hwice daily). Over the dosage rangs 160 to 840 mg/day sotatol

disploys doee wilh respect {0 plasma concentratons. Distribution occurs 10 » cantral
(plasma) and 16 perpheral compartment, with a masn shmmation haif-ta of 12 hours. Dosing svery 12 hours rasults
10 Irough pltama concentrations winch are approximalely one-hall of those af pesk.

Torsate ge Posmen

On-Theragy QT Incidence of Torsade Change n QT \neaance of Toreaoe ge
imterval ;meac) 4 pomtes inderval From Saseene powes
(meac)
lnes than 500 1.3% (1787) less than 65 1 8% 1516
[ sp0-528 4% Q) Y FITYE T
525-%¢ 5 8% (128} 8010 4% (148)
550 10.0% {187} 100-130 5 2% (118}
>130 1% (99)
() Number of patients sesesesd

Prosrvithmis evente must bo atisipaied nel enly on initisking therapy. but with svery spwerd dene sdiustment.
Proarthythmic svents most often occur withy 7 days ol inthating therapy or of an Wcre3se m dose. 75% of sendus
proarmhythmuss (torsade o¢ pourtes and worsaned VT) occurnsd wttin 7 days of nduating sotaiod theragy, whike 60% of
such avents occurred within 3 days of Indislon or 3 dosage change. Indiating therapy ol 80 mg BID wah graoual
ummcmﬂww'mmmmm(c.a‘PESuHm'lmﬂdy(c.o.almmi.mmm
and slecirolytes) prioe 10 doss eecalation. should Mduce Mk of proariythma. Avoting sxcessive accumsiation of sotalol
in pebierks with dimnshed renal function, by appropriate doss reduction, Showsd 2iso reduce the ek ol proarrhythmei
(see DOSAGE AN ADMNKSTRATION).

Congostive Hoorl Failue: Sympethetic shmulation is necessary I
faiure. and beta-blockade carnes the potentisl hazard of further .
more savere falers. in Dabionts who have congesimv heart faiurs controlied by dwialin and/or diuretice. sotaiol should
be admivetered cavbously. Both digitafis and sotalol slow AV conduction. As with all bete-blockers. caution i advised
mmwmmuunmmum-nnumm in premarkating studies, nawr of
worsened congestive Reart failure {CHF) occurred in 3.3% (nad257) of pabrents and led 1 dmcontrustion In appron:-
malsly 1'lnalmmmnubl The incidence wes hugher 1 patents presenting with sustmned ventncwier
(4.8%, #=1383), or 2 pnor imstory of heast telure (7.3%, n=696) Basad on a ie-1able analyss.

y tunction m hoant
and

Sotalol ydrochioride doss not betd to plssma protens and 14 not Metabokzed. Sctalol shows very fttle
varabiity o plasma levels. The of the d and | of Sotalol are identical.
Sotaiol crosses the bipod dbran barmier poorly. Excretion is predominantly via the iidney i fhe unchanged form, and
thersiors lower 3088 are Necessary in condtiions of renal imparment (see DOSAGE AND ACMIMISTRATION ). Age
per sa doss nol sgnedicantly aker the pharmacokinetes of s0takd, but impared renst nclion n gerwitnc patunts can
ncreass the Weminal eiimination hall-ile, resulting in incrensed érug accumuiation. The absorption of sotaiol was
reduced by sppronmatsly 20% compansd 10 issting when & was admmnustered with & standard meal. Since satalol is mat
ubet 10 first-pess metabokiem. petients with hepatic impasment show no alteration in clearance of sotaiol

INDICATION ANO USAGE
Oral sotalol drocvionde tabists are indicated for Lhe treaiment of documented veniriculas aThyihmias Much 28
Bocawse of 1he pr

Ihe one-yeas Mcidence ol new or worsened CHF was 3% i patients wihout 1 pnor hutory and 0% 1n patents with &
prior history of CHE. MYHA Clesallicahon was also clossly 3580c10d 1o the mcudence of new or worsened hert falure
wivily recoiving sotalol Mydrochiorids (1.8% i 1305 Class | patients. 4 9% in 1254 Clase }I patients and 6.1% i 278
Class Jli or IV pabiants).

Elosirolyte Biotorbense: sotsiol shouid nol be used in patients with ypokalemia of hypomagnesemsa priof to
correction of imbalence, 38 thets conditions can axaggerats the degree of AT projongaton. and ncrease the potental
Tor torsace de pointes. Special stention should be gwen 10 slectrolyta and acid-base balance in patients EXPENRNCNG
Hvers Of Droionged disrTias or DRSNS (eCHYING CONCOMADM di #tic druge.

of 1he QT invarval (>530 meec) can promole serous arriwihmias snd

sustained veniricular tachycardia, that m the judgrant of the piwsicun ae e
mmumms.mm)mqalsmnmdmamummﬁnn«-mm
NSVT or supraventricuiar aThwthmiss, s use in patients with jese severs arrhyahmess, sven I he patisnts Are Jym@lOmatic,
i Qenarally not recommended. Tresiment of patients with asymptomatic veninculer prematurs contractions should be
avoided.

Infoben of sotalol trestment or incrassing doses, &8 with ofter antmrThwtiwnic agents vess 10 irsat ife thrastening
arthythmiss, showld be camied out in the hospital. The respones to treatment should then de evaluated by a sutable
muthod (0.9., PES or HoRer monsoring) prior 1o continuing the patien! on chrome therzpy. Va¥ious spProachis have
been used to delermene the reeponse 1o antiseriyshmic theray, inclusing sotalol

I the ESVEM TYrial, response by Holler monitonng was tentatively defived a8 100% supprrssion of ventricules tachycandia,
90% swppression of nont-sustained VT, 50% suppression of pared VPCs, and 75% supdression of total VPCS i patients
who had ot least 10 VPCA/Rour at bessling; 1INS teniatres renpones wes confirmed # VT leating 5 or more bests wes not
observed during treadmmll axercies Weting using 2 standerd Bruce protoool. The PES protocol ubiized & maximum of
hree axirashmuk 3t thise pacing cycie lengthe and two right veniricwiar pecmg ailes. Responss by PES wes defined 20
prevention of induction of the foliowing: 1) monomarphic VT iasting over 15 seconds; 2) nos-sustained polymorphic VT
contaimng more than 15 beals of manomorphic VT ik patients with a history of monomorphic VY. 3) podymarphic VT or
VF graater then 15 beats in patients with VF or a history of aboried sudden desth withowl monomorphic VT, and 4) two
spnodes of polymorpiwe VT or VF of grester than 15 beats I & petient prasenting with mosomorphic V7. Sustained YT

In & multiconter apen-label ong-term study of sctalol in patients with i ventriculss arvirythmin which had
proven rafractory to ciive antiartiythmic medications, response by Holter moniloring wae defined as in ESVEM.
Response by PES was defined as non-inducibility of sustained VT by & lsant double sxirastinub deivered at 2 pacing
cytie length of 400 maac. Overad survival and MThYIhmS Tacurmence Tates in this study wers Mniar 10 thoee seen in
ESVEM, although 1here was no comparstive group to allow & definitive sesessment of ouicoms. Antiarrhythmic drugs
have not bess shown 10 sniance Survval i patients with veatricular arrhyiiwnias.

CONTRAINDICATIONS

Sotalol hydrochioide is contraindicated in pahents with bronchial 2sthma, sinus bradycardia, setond and third degree
Avmum.mmmm-wmmuwnmmmm:m
uncontrolied congestive heart faiure, and previous avidence ol hypersensdivity 10
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Excossve
shoutd be avouded (ser ove). Siews (moart rake loss ihan S0 bpen) oocutted 1n 13% of
pationts recewing sotalol i olimcel iriais, and led 10 decontNuation in about 2% of pebents. Sradycardia fsell mcressss
the risk of torsade de poimine. Sinus peuse, sinvs amrest and sinus nade dystunchion occur Iy iess than 1% of patents.
The incidencs of 2nd or 3rd - dagres AY block & appromately 1%.

m-l-lmmnmmamnmmummmdummw
arvhythening lolowng 3 Myocardiel intarction. However, sxpenence i the Uss of s0tiol 10 Ireat cardine arTiihvmios
m-uﬂ-dmymmw-hnnulh-lmwm-mm {Sen WARRINGS:
Mertallty.) lulhchiimhmﬂlm-mmmumnlm-mm particulerty
i patssnts with markadly impesred function.

The follewing womings 0e reisted 1o e belo-Diosling delivity of setalel.
fo catecholamines has besn observed in patients withdrawn from bRa-blacker
wdarction

sonalol, in petints with ischamic heart dissass, 10 carefully mondor the pationt and
considet the leeporary Uss of an diernete beta-blocker ¢ appropnate. if posmibie, 1he dosape of sctaiol shouid be
Gracually reducad over 4 Deriod Of ORE 10 WO Weeks. X BAQUIS OF CUte COTONATY MeUMicincy devalope, .
therapy should be inatiluled promptly. Pationts should be wamed apsinet IMerTUDHON OF discontmustion of it
Out the physician's advice. Because coronary iy distess % common and My be URreCOONRG 1N pulients
sotuiol, abwegt ¥ i pationts wh may unmask latent COMONTY Mmauiliciency. ,

Non-Allerpie Dronshaspesm (¢.9.. chvonic bronchitis and mnyum) PATIENTS WITH unmuut
DISEASES SHOULS 1IN GENERAL IOI AECEIVE BETA-OLOCKERS.

n-mnm-uum nmhuml-lwm umm"um
proguced by of betay receptors may be minimaed.

Anepiariazia: Whils taking beta-blochers, patients with 2 history of anapiwiactic reaction (o 8 venety of sllergens may
have 2 more pevers reaction on repested challengs. eithes accidental, dsgnostic or therapsidic. Such patients may be
unresponsive 10 the usust dosss of spinephring uead 1o trest the Jleric reaction.




™ duuu [, MOF AUGEry who are bieng irested with data-biockers
304 oty restorIg and mamaming NormEl CarTRC Mhytwn S
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Disheton: (n pationts with duabeies (sepacinfly inbde dinbetes) Or with 4 history of epcdes of spontanecus Mpo-
lvcomia, sotol shoukd B8 Grven WItY CBULION SIICe St-Dicokacks May Mask Soree VDI premondory Nigns of acue
hypogiycemex ¢.9., tachycartia

Slok Siaps Dyndvume: Sofaiol shoukd be ueed only with xireme caction i patisnts wilth dick sinus Syndroms assonated
with symptomalic AThyiheis, Decauss i Moy Qlues Sus Dradycardin, SINUS DRUSES OF Sinuy ArTeet.

Mmm“mlu tachyeandie) of yperthyroidiem. Patisnts suspecied
amwmuwmnmmm of bete-dlockads whick mght be
toliowed by an Doheding thyrrsd siorm.

Nonel impainuent: Seisiel h**.lﬁnmmmmhnﬂlm

by tobuier semation. There i & digaet rolitionuhis betweon rene! Inslion, 3¢ Mesenred By Sorum erastinins o
eraatininn siearance, sad the etimiliotion rate of setalel. Quidencs lor doving in sonditiont of nel Impainment
-m-—.mmmu-lnmol

Driy Ibavostions: -

Cloes ia cu.'-uen- quiniding and and aiher Class Hi
drugs (e ., theragy with sotaiol becasss of thew potestiel o
wmmmamc—M) m-wmwmmmwdmuuu
anturriythenice. Additive Class (1 effects would siso De anticipaies with 1he uat of other beta-bicoking agents concom-
Lantty with sotadol.

Digesin: Singie and muitipls doses Of sotaiol 40 not substantinlly affect serum Gigomin lyveds. ProarThytienic svents
Wwere maee commen in sotakol tresled petients alsd recening @OMmOn; X i ROt cIer whether This MOresents a8 Nleraction
or i related 1o the presence of CHE 3 known risk factor fo¢ proarrhytivnia, in the patients recesng Sigomin.

Caisium bosking drugs: Sotaiol shouls be sdminumtersd with caution in conjunction with caiciom blocking drupe
beceuss of possible additive sects on ainOventriculer COMJUCTIOR Of vertricullr function. Additionslly, concomitant use of
thees druge may have additive effects on blood preesure, possibly ieading 10 Mypolension.

Cotshalamine-depleting spenis: Concomiant ues of catscholming-depisting drugs, such as ressrpine and pusnethiding,
with 2 beta-biocisr May produce an cesane raduction of resting sympathetic nervous tone. Patients Trsaled with
sotaiol phus 3 catecholmming deplator shouid therslors be cioasly mondored for svidenca of ypotension and o marked
bradycard which may (vOduCe SYICOPS.

munmmmm.mmmdmmﬂnmmm«m
Wy be manind.

Dote-2-resapler stimulanis: Bota-agomiets such as ealbutamol, arduteline and ioprenaine may hive 10 he adminiiersd
W increesed dosages when usad concomitantly with solalol.

Cloniding: Bats-Diocking drugs may potantiste the rebound observed afer o o
ebnmmm.um-mmwmnmmmﬂ

Other: No ; ioms wers obeerved wih wrtarn,
Drogs prolenging the QT imborvet: Solakol shouid be wh caution i

10 projong the QT intarval such ae Class |
and astomizols (ses WARIINGS).

ORUGAaberstery Tont interuetion The presence of sotaiol in the wrine may result i faleely slovated iovele of urimary
metamapiwine when mrseurad by Huofimetnc or pholometric meihode. Innu.ummll'dln
and boing trested with somiol, a specific meihod, such 4 4 high perfermance liguid
mwmwmmm J. Chromatogr. 398:241, mnmunmnm

of camcholameve.

with other drugs knows

of Fantidy: No dWMuW-m-
during & 24 monih study at 137 1o 275 my/ipiday iapprovimetely 30 times The Saximutn reoummenied e

3080 (MRMD) 28 mp/g of § times the MRKD a0 mg/m) or in Mice, during 3 24-mon umurmm
(approximetely 450 to 750 ine the MRHD 88 mg/kg or 38 to 63 imes the MRHD &
smmummnnmuﬂ:qum of clastogeniclly.

Ho ngnificant reduction i fertility occwrred in rats at oral dosss of 1000 mpAqey (spproximetely 100 times the
MRHD 28 mo/xg o 9 times the MAHD ae mo/m2) prior 1o mating, sxcept for 3 ymell reduction i the sumber of

ofiepring per Meter.

Prograney: Pragnancy Category B m-mu-&nmum-maam
the MRHD a8 mg/g {5 and 7 times the MRND 2 i not

with Sotaiol. lnnmummuw«mmnnmmm-mnmnm-

Wm1oommmmmmm~mi)wmmd-qm
while 2t 14 times the maximum doss (2.5 Wmes the MRHO 28 me/m2), 70 Cresess in esrly Feserptions wae noled.
Howerat, 3nmal 1oproduction studies ar hot bumys predictive of MemAR reeposs.
ARNOWON thess 368 1O adequels 3nd wel-Controlied studios i PIEgRIM WOmer, S0t0L s BAOR Shown: 16 C108s the
placenta, and i found in ammiotic fuid. m-mmum«mmmmm Theretory,
sotalol should be weed dunng pragnency only if tie potentiad benafit outwaighe the potentiel ek

Mathers: sctalcd ib sucroted i the milk of taboratory animals and bes been 1eporiad 10 be present in eman
m-k m«mnmummmnmmmm & decioion should be Mads whether

nursiog or the driag, iakieng into sccount the importanes of the drug 1o 1he mother.

mmummmmdwnmwmumw

ADVERSE NEACTIONS

During premarksting trisis, 3106 pationts with cardinc arrhythming (1363 with sustained ventricules tachyeantia)
raceived 0ral sotslol, of whom 2451 recenved the drug for 3t leael two wesks. The most imporiant sdverse sllects wre
1orsade de pointen and otar sarions new ventriculsr ahythvnias (see oonyrring &t rtes of smost 4% and
1%, vely, in the VIAVE Overall, Drcaves of side-sliacts wae Ascessary
0 17% of all patients in cinical triske, and in 13% of patients trested for 3t lesst two weeks. The moel common averse

TnoldhwmllmmnllmﬂudmmMm(mdﬂuvummm
ragandiesa of relationehip (o tharapy and the percent of petionis discontinud dus 10 the svent, as collected from clinical
«mmimmnm M
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DALY DOSE
Wmg Om AryDows’ % Pationts
(nedS)  (ma224) (ne1252)  Digcortinoed
(#a1292)
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n-um-u Forvign Marketing experioncs wilh sotalol shows 1 d0verte experience prafile simes to

nummmmmwwm
wmnummm

OVERDOSARE
Imontignal of accidevtal sverdoesge with sotaiol has rerely resulted in death.

m-mum mmmmuuwmmmm

Mmmahllmld

lﬂlh““hﬁ'mm “M of QF imerval,
oseurs, gy

muumuun—mm mquudmm
woshst for tedusing selalol Sinetme concernirations. Pationts should bs carshully cbuerved vl QT intervels e
9 the ivoart rule retume 00 lovels >50 bpm. 1 ScdMION, If roquired, Tha following TArAPOUNE MeBOUSE 31 SUQRIINRS:

Sradycardie w t
Candiac Asyoltoi Atropine, anether arvg, 2 bt agonist or cardias pating.
Hoarl Blosk (setond and third degree) renovensws cardiet pacemaker.
) ather than . may

beveatul”
Sronthospesn: mummmd-—
Toraade de poinies:  OC wsrdint pasing, iz
QORASE ANS ADMRNETRATION
As wilh gther autissrivythemic

‘Mnu‘:mmmnmm

laoma soncentraions, and 1 show teshering of QT infervel. Graded dove adjesiment wi helg provent

uﬁnm&:nmbmnm‘ -

mbmm—t " :

Bochuss eotainl is wmcrvied gredominadly In uine e Be terminel sbmination hat-ibs i prolonged in condions of
ronat snpeirment, e Gosing intervel (time betwesn Sivided dosse) of sotiol should be MoBifing (whee crestinine
cHaranoe ie lower than §0 miimin) according 10 the foliwing table.

Crostinine [
Clearsmse i
ook bt

>80 12

-9 n

10-2 -4

<10 Ooes should be individualioed

H

slusting setalel, pryvieus andiarrhythmic tharapy Should ganerally be withidrawn under carsfyl monitoring for &

minimum of 2 (0 3 plasma hali-lves # the patienl’s clinical condition permits (ses DRUE INTERACTIONS).

Trostwant has boen intisted in some pationts receiving V. lidocaine wilthowt il effect. Afier discontinustion ol
ootaiol hould nol be indtisted uath the QT interval is normalzed (see WARNINGS).

Sctakl Hydrochionide Tables are suppliod a¢ foliows;
WWT‘&.&M-MMWM“M-nu&mwémm
he ether, 09 evallable i betiies of 100 tablels.

Solalel Hydroshieride Tabiste, 120 mg - lﬁ&nww*wmmnﬁmwélmAm
e oWt are avalluble in bettios of 100 end.

Sotalol Hydracisderide Tablets. 160 mg - ght blve, wmmmnunuuumuém-
he other, are svailable in botties of 100 and 300 iabiste.

Sotaiot Mysrochioride Tabiats, 240 mg - Kght biue, capeute shaped tablate, scored on one side and imprinted 25174 on
the other, 2r0 avallable i botties of 100 and SO0 teblsts.

Store at controlied rwom temperature, 15° 10 0 C (34° %0 86°F)

Store in 3 &y place. luow . Araid autossive hest.
Wmmnmmmmm;mmnmmm»-uuuuhuhu

Koap this and sil medication out of the reach of children.

Mamvlactersd By
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Laelion, NY 11413
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o SGAMCANT  RGuCide. oo MWL, SCSLTRD L MS AL S0 JUbeS Ui AW TIQKD Ody IPOIOLTREN o
MAKD #s mg/g or § Lmes the MRHD a8 mp/md) prior 10 Mating, sacepl tor 3 sMBH reduction n the numoer ot
IMSDING per tter

Proguaney: Pregnancy Category B: Reproduction mudes i rats and razbits dunng organogeiens i 100 and 22 1mes
the MAHD 28 mg/g (0 and 7 imes the MANO s moAmd). respectvely. did N0t revesl any lwmiogersc potental aseccasied
with Sotaiol. in rabbets, 3 hegh 084 of dotaol (160 m/g/day) 2t 16 henes the MAHD a3 mykg (6 tvmes the MRKD ae
my/md) produced 2 sight Increess m tatal death likely due to maternal tasicty. Egiht hwes the maximem dose (80
mg/y/ day or 1 imes the MAHO as mg/md} did not resull w an mereaned incdence of fetel desthe. I rats, 1000
mo/i/dey sotaiol, 100 times the MRHD (18 tames the MRHD 28 mg/mI) mcreased the number of sarly tesorptons,
nd-lummmmm(z:mm%-mwnﬂmmnwrm-lm

otalol houlé by used Sunng pragnancy owly i the polentisl benafit ouraeghs the Dotankal risk,

Neruing Mathars: sotaiol  excrated in tha.milk Of beratory animels and has been reporied 1o be present ; human
e, munnwmmm-mnmmm 2 98cion should be made whether
|owmunmnmmwnwdmmuwm
Potiawis Uss: The saiety and sifoctrensss of sokaiol YIDEcietnc pubents Rave Aot buen setablehed.

£a

ADVERSE NEACTIONS N

Dunng premarkating Lrisks, 3106 pationts with riyihmaas (1363 with sustiined vemricular iachycandia)
racenved oral sotalol, of whom 2451 receved the B ast twe wasks. The mosl mportant adverse sfiecis ars
mummmmmmmmntmmxmnmum“m
%, n the YIAVF i because of wde-eflects wes necessary
i 17% of 2k patients i chinical (risis, and ITI3% of peieds rested for of least (wo weeks. The most cOmMMon adverss
reactions leading to discontmudtion of sotalol are as follows: fague 4%, bradycardia (less then SO bpm) 3%, dyspnes
3%. proarhythmea %, asthenia 2%, and dzziness 2%. Qccasiondl reports of Wevaled serum livit enzymes have
occurred with sotakol therapy dut no cause and elect retgtionehip has been estabished. One case of pefipheral
neuropstiy which resolved on discontinuation of sotaiot snd recurrsd when the patient was rechelienged with the drug
v reporied in an sarly dose tolrance etudy. Elevsiad biood glucoss ievels and incressed nsuim requIrements can
ocowr i diabatic

Tha totiowing Tadie Imuuammdmammmm(m&mdu«wn«) advarse svents,
regardians of reialionship to therapy and the percent of patients discontinued due to the event, as collecied from clinicat
trials invoiving 1292 patents with sustased VIVE.

Inokdonse (%) of Advarse Events snd Dincentinustions
DALY DOSE

Bety 160mg 240mg 320 mg d0mg 540 mg Any Doss” % Patients
Syiom (neB32)  (Me263)  (neB35)  (AedSH)  (mad24) {ne1200)
Soty

Discontinued
(ne 1292}
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DOSAGE AND ADMNISTRATION

A with cther antarrtythmic agents, sataicl hydrochionde should be wwisted and doses nCreased = 3 hospial with
(aciines 10r cardisc rhythm mondonng and sssessment (ses NINCATIONS AND USASE). Somiol shouid be adnwustersd
only s approprale clinicss assesement (50 MIGICATIONS AND USAGE), and he depege ol sctalol must be ndindusired
for aach ationt on the basie of therapeutic respowse and elerancs. Proartithauc svents asn 2ccur nal ONl o Mbbon
of therapy, del aind with sach upward Sosage adisstment.

Oosage of sclalol should de adiusted graduslly, M?nlmmmmmnmwm

blsema

It vsage of doses which are higher than necessary 16 comirol the SThythvnis. The recommended initial dose 1 00 mg
Twice dedy. This dose may be incressed, ¥ mecessary, after appropnate svelustion 10 240 of 20 mo/dey (120 1o 160
mg twice dedly). in most patients, 3 therepentic respones i obtsined &t & total delly dose of 180 10 320 my/day, gven
Two of thies divided doses. Soma peiients with ife- fadory Moy rIQure doNes &5
hﬂnl”loﬂomdﬁrwM“MMIWNMMMMMM
wcroased Nek of adverse sverts, 1 perticulss proarriwthvme.  Because of the lang termmal ekimmaetion haf ite of
sotaiol, dosing on more than & 840 regamaen w Usually Aot necesesry.

DOsasge in Reaal impsinnent:

Because sotalol @ excivied precominantly n Wine and It lrming slmnabon hell-ifs 1 prolonged i condmons of
ranal uwpairment. the dosng mterval (lime between diwided doses) of sotaiol should de Mmoddied (when credinene
clatronce is lower than 80 mL/min) according 10 1he {oliowing table.

s arsc pacing, . wiae

Crestinine Deoing*
Closrsnee orvsl
al/mo loun

>& 12
-5 u

10-2 ¥4

<10 Dose should b indhaduaized

;Mmmdnnnmm“ummumm $ou lohowng paragraph
dosage secalstons.

Since the terming) alimingtion half-ife of eotalol is iNCreeesd in patients with renal impeintment. a ionger duration of dosing
# roguired 10 reach steady-iate. Doss eocalations in renal impeimaeni showid be done after admministration of at leest
$t0 & doses st approprizte wiervale (see table shove).
Prarmacokinetic L] chroni s limited o o1 putients I fwo studies. In thess

dlalysie. Toquinng
perameters of sately and sfticacy (heart rate, QT interval and control of arrirythmia) must be clossly monitored.

Tramler (o Sataiel

Selors stirting sotaidl, praviows antiarriyythvmic therapy should genarally be withdrawn under careful mondoring for a
mmimem of 2 10 3 plssme hall-lives i the pationt’s clinical condition permite (ses ORUG INTERACTIONS).
Troatment hae been initisted in some pelients receiing 1.V. idocame witheut @ effect. After gucontinustion of
amiodarone, somiol ydrechionige showid 0ol be initisted Unil the OT intervel @ normalized (340 WARINIES).

HOW SUPPLIED

Sotalol Hydrochioride Tabists arv supplied as foflows:

Sotalel Hydrochioride Tablets, 80 myg - ight bue, capeuls shaped tabiets, scored on ona side and imprrvied &5 171 on
the otter, are available in botties of 100 tublets.

Sotalol Hydroehoride Tabiets, 120 my - bght biue, capeule shaped Nabists, 5c0red on one side and mpnnted 5 170 on
e other, 1re svadable i duttiss of 100 snd 300 tablsts.

Hydrochioride Tablets. 160 mg - ight bive, capeule shaped Labiets, 500red on one side and imprinied &5 177 on
he other, 256 available in botties of 100 and SO0 tabists.

Sotaiol Hydrachioride Tabiets, 240 myg - gt s, capauie shaped tabista, scored on one side snd imprnted ¢S {74 on
The lber, o aveebie n hetis cf 100 amd SO0 tibetn.

mun&n»—mmrnwcu-m
Stors in 8 dry place. Kaep lightly clossd. Avoid Eresesive hoet.

Disponse comlents with » child resistant closurs (28 required) and in a tight, ighi-remstant corrtainer ss defined in the
USPINF.

Koop this sne all medisaion out of the resch of children.

Masdactured By:
Eon Labe Manulacturing, Inc.
Laureion, NY 11413
s 296
MFO1711550290
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Method: The Qiésma samples were analyzed for sotalol concentration

by . . 3 - - - -
detection. Sokalol was extracted from an aliquot of human plasma
using a h ' then injected into the -

The method validation has previously been discussed in the fasting
study. The within-study validation data have been presented below.

Date of preparation of OC Samples: February 4, 1998

Within-study validation:
Interday Precision from Standards:
1.78% (CV) at 4.40 ng/mL; N=8

2.22% (CV) at 260.0 ng/mL; N=8
1.23% (CV) at 2000.0 ng/mL; N=8
2.01% (CV) at 2600.0 ng/mL; N=8

Intraday Precision from QC Samples:
6.21% (CV) at 4.40 ng/mL; N=8

1.34% (CV) at 22.00 ng/mL; N=8
1.46% (CV) at 790.0 ng/mL; N=8
2.51% (CV) at 2100.0 ng/mL; N=8
3.03% (CV) at 2600.0 ng/mL; N=8

'w'

[ DN

Interday Precision from Standards:
4.37% (CV) at 22 ng/mL; N=16

2.22% (CV) at 790.0 ng/mL; N=16
1.23% (CV) at 2100.0 ng/mL; N=16

Stability: Same as mentioned in the fasting study
Results:

Eighteen (18) subjects plus 6 alternates were enrolled in the study
and 21 subjects completed the study. Subject #10 was withdrawn
prior to dosing Period 2 and subject Nos. 01 and 25 were withdrawn
prior to Period 3. According to the protocol of the study, 18
subjects data §ere used in the statistical and pharmacokinetic
analyses. All-of the adverse events were mild or moderate in
severity. No Ebrious adverse events occurred during the study and
no medication Was required for any clinical complaint. There were
few protocol deviations (minor) reported during the study. The
actual blood collection times were used for the calculations of the
values for the pharmacokinetic parameters. The Mean Plasma sotalol
level and mean pharmacokinetic parameters derived from the plasma
levels are presented in Table 3 (and in Fig.2 attached) and Table 4,
respectively.



Table 3

=
Time (hour) 'ﬁTEST (A) Reference (B) Test (C)
Bed Fed Fasted
Pre-dose - 6 0 0
0.5 55.14 (212)° 43.24 (14s) 336.32 (65)
1.0 248.80 (101) 287.85 (111) 770.96 (60)
1.5 576.15 (74) 712.57 (64) 916.99 (49)
2.0 811.08 (50) 943.64 (39) 1093.23 (38)
2.5 1006.25 (33) 1099.49 (23) 1252.09 (24)
3.0 1073.86 (22) 1130.41 (18) 1262.28 (19)
3.5 1093.01 (15) 1103.67 (15) 1178.75 (17)
4.0 1101.92 (14) 1083.39 (14) 1166.49 (15)
4.5 1069.62 (14) 1052.26 (14) 1111.48 (16)
5.0 1055.91 (16) 1028.34 (14) 1058.26 (15)
6.0 917.93 (17) 881.98 (16) 906.64 (15)
8.0 750.26 (17) 721.04 (15) 738.27 (15)
10.0 632.53 (19) 606.58 (18) 617.06 (17)
12.0 516.22 (17) 500.38 (16) 507.02 (17)
14.0 417.09 (21) 411.75 (20) 413.36 (17)
16.0 352.79 (21) 341.16 (20) 341.48 (16)
| 24.0 196.06 (23) 190.25 (22) 189.33 (21)
36.0 79.31 (27) 80.12 (28) 75.36 (22)
48.0 37.61(32) 38.14 (3D 39.17 (32)
60.0 17.58 (52) 18.02 (38) 18.11 (36)
Number of SubjecE1§; ?’;Eioeﬁ'lcient of Variation (CV%)

]
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(Arithmetic FED.- Fed Fasted
Means) -
AUC, . (ng.hr/mL) | 15544.64 15436.81 16333.05
(15)° (13)
AUC,., s 15828.81 15714.43 16622.60
(ng.hr/mL) (15) (13)
Cuax (ng/mL) 1233.92 1269.28 (13) | 1463.76 (18)
(13)

Taax (hoOUr) 3.28 (34) 2.97 (37) 2.75 (36)
tl1/2 (hour) 10.42 (14) 10.61 (11) 10.83 (15)
KE (1/hour) 0.0676 (13) 0.0660 (10) 0.0653 (14)
Parameters A/B C/%’
(Using Least !
Squares Means) 4
LnAUC;.; 9.616763 9.616318 9.667155 i
(ng.hr/mL)

om. Mean 15014 .37 15007.689 15790.36 1.00 1.05
SNAUC, ;¢ 9.635660 9.634685 9.685955
(ng.hr/mL)
Geom. Mean 15300.79% 15285.88 16099.02 1.00 1.05
LnCyx (ng/mL) 7.098560 7.129880 7.262394
Geom. Mean 1210.22 1248.73 1425.66 0.97 1.18

Number of Subjects 18;

" Coefficient of Variation (CV%)

Pharmacokinetic and statistical analyses of the data resulting
from the stAgle-dose oral administration of 1x160 mg sotalol
under both fedfand fasted conditions indicated that food had a
comparable effict on the biocavailability of the test and
reference formRfllations. The differences in the least-squares
mean values for LnAUC,.,, LnAUC,,, and LnC,, for sotalol between
treatments A and B were equal or less than 3%.

In-Vitro Dissolution: The firm has conducted dissolution
testing on the 80, 120, 160 and 240 mg tablets of the test and
reference products, and requested a waiver of in wvivo
bicequivalence study on 80, 120 and 240 mg tablets.

11



Drug:

- =

So&alol Hydrochloride Tablets

Dose Strengths: 80.mgyg, 120 mg, 160 and 280 mg

AND No.:
Firm:

~ 75-366
Eon Labs Manufacturing, Inc.

Submission Date: May 22, 1998

+ Table 5. 1In Vitro Dissolution Testing

AT

I. Conditions for Dissolution Testing: (FDA method)
USP XXIII Paddle RPM: 50
No. Units Tested: 12
Medium: Water at 37°C
Volume: 900
Firm’s Proposed Specifications:
Assay Methodology
II. Results of In Vitro Dissolution Testing:
Sampling Iest Product Reference Product
Times Sotalol Hydrochloride Tablets Betapace?
(Minutes) Lot # 970908 Lot # W70068
Strength 80 mg Strength 80 mg
Mean 3% Range$ $CV Mean $% Ranged $CV
5 37.5 : 10.6 30.2 15.8
15 82.8 : 4.8 89.8 6.5
30 101.0 S 1.5 98.5 L 3.2
45 101.5 : : 0.9 100.2 : L 2.6
60 101.7 —Lu. 4 0.8 100.4 . te- 3 2.7
Sampling Teo. _xoduct Reference Product
Times Sotalol Hydrochloride Tablets Betapace?
(Minutes) Lot # 970909 Lot # 1W50121
Strength 120 mg Strength 120 mg
5 33.6 T 12.3 24.3 : : 7.9
15 81.0 : 6.1 86.8 i § 6.5
30 100.2 : ) 0.6 100.7 ! 0.8
45 110057 . j 0.6 102.1 : 0.8
——— -
60 10(& = ! 0.6 102.7 - 0.7
2;

12



II. Results aof In.Vitro Dissolution Testing:
Sampling =7
Times Sotalol Hydrochloride Tablets Betapace®
(Minutes) Lot #' 970901 Lot # W70049
Strength 160 mg Strength 160 mg
“Mean % Ranges 3CV Mean % Range} ICV
5 34.6 : 7.9 23.6 : . 8.9
15 77.9 ; 6.5 84.7 ) 3.7
30 99.4 : ) 0.8 96.9 : > 1.8
45 100.0 o 0.8 99.5 L 1.2
60 100.0 . > 0.7 100.6 9v..-102.5 0.9
Sampling Iest Product Reference Product
Times Sotalol Hydrochloride Tablets Betapace®
(Minutes) Lot # 970805 Lot # W50048
Strength 240 mg Strength 240 mg
5 27.1 - 9.2 25.3 " 10.5
15 67.3 _ 6.8 84.5 < 4.8
30 96.5 . 2.3 96.2 ¢ < 1.8 ¥
45 99.4 > 0.7 98.8 S L 1.3 L
60 99.7 -] 0.7 99.9 9 _ 1.2 i

The dissolution data for 80, 120, 160 and 240 mg tablets of the
test product are acceptable. However, the Agency recommended
dissolution Specifications is minutes.

c i ti .

The comparative compositions Jdf the test tablets, 80, 120, 160
and 240 mg, are presented in Table 6 attached herewith. The
compositions of 80, 120 and 240 mg tablets are proportional to
that of 160 mg tablet on which the bioequivalence study was

conducted. 7 - a
|
e J
_— 5‘
1. The firm’s in vivo bioequivalence study conducted under

fasting conditions on the test product, Sotalol
Hydrochloride Tablets, 160 mg of Eon Labs Manufacturing Inc.
and the reference product, Betapace® Tablets of Berlex
Laboratories is acceptable.

13



Recommendation:

The fi¥mM’s in vivo bioequivalence study conducted under non-
fasting cbnditions on the test product, Sotalol
Hydrochlotide Tablets, 160 mg of Eon Labs Manufacturing Inc.
and the reference product, Betapace® Tablets of Berlex
Laboratories is acceptable.

The in wvitro dissolution testing conducted on the 80 mg, 120
mg, 160 mg and 240 mg tablets of the test product is
acceptable.

The formulations of the test product, 80 mg, 120 mg, and 240
mg tablets are proportionally similar to that of the 160 mg
strength of the test product which underwent bicequivalency
testing.r The waiver of in _vivo biocequivalence study
requirements for 80 mg, 120 mg and 240 mg tablets of the
test products is granted.

'w'

[ el

The in vivo bicequivalence studies conducted by Eon Labs
Manufacturing Inc. under fasting and non-fasting conditions
on the test product, Sotalol Hydrochloride Tablets, 160 mg,
lot #970901, comparing it to the reference product,
Betapace® Tablets of Berlex Laboratories have been found
acceptable by the Division of Bicequivalence. These studies
demonstrate that Sotalol Hydrochloride Tablets, 160 mg of
Eon Labs Manufacturing Inc. is biocequivalent to the
reference product, Betapace®, 160 mg Tablets manufactured by
Berlex Laboratories.

The in vitro dissolution testings conducted by Eon Labs
Manufacturing Inc. on its Sotalol Hydrochloride Tablets, 160
mg, lot #970901, comparing it to the reference product,
Betapage®--Tablets of Berlex Laboratories is acceptable. The
dissoluti@n testing should be incorporated into the firm's
manufactuﬁing controls and stability program. The
dissolutifp testing should be conducted in 900 mL of water
at 37°C.usfing USP XXIII apparatus II (paddle) at 50 rpm.

The test product should meet the following specifications:

Not less than of the labeled amount of the
drug in the tablet is dissolved in 30 minutes.

The in vitro dissolution testing conducted by Eon Labs
Manufacturing Inc. on its Sotalol Hydrochloride Tablets, 80

14
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mg, 120 mg, and 240 mg is acceptable. The formulations of
the 80-mg, 120 mg and 240 mg strengths are proportionally
similar t@ that of the 160 mg strength of the test product
which und&rwent biocequivalency testing. Hence, the waiver
of in viv§ biocequivalence study requirements for 80 mg, 120
mg and -240 mg tablets of the test product is granted. The
80 mg, 120 mg and 240 mg tablets of the test product are
therefore deemed biocequivalent to the 80 mg, 120 mg and 240

mg Betapace® Tablets, respectively, manufactured by Berlex
Laboratories.

,/nﬁ?}ﬂ&&m

Sikta Pradhan, Ph. D.
Division of Bioequivalence
Review Branch I
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Dale P. Conner, Pharm.D.
Director, Division of Bioequivalence
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ANAPHARM

STATISTICAL REPORT No.: ANA-97-1
~ Figure 4 .+ Concentration - Time profile of the Mean
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STATISTICAL REPORT W‘m_'.n. Y No.: ANA-97-1

Figixrg_@ "~ Sotalol concentration - Time profile of the Mean

Plasma Concentration (ng/ml)
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Figure 19b: Sotalol LN(Concentration) - Time profile of the Mean
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